onsior

(robenacoxib)

6 mg Tablets for Cats
For Oral Use in Cats Only

Caution:
Federal (USA) law restricts this drug to use by or on the order of a licensed veterinarian.

Description:

ONSIOR® (robenacoxib) is a non-narcotic, non-steroidal
anti-inflammatory drug (NSAID) of the coxib class. Tablets
are round, beige to brown in color, not scored, flavored
and contain 6 mg robenacoxib. The molecular weight of
robenacoxib is 327.28. The empirical formula is Cie-His-F+-NO..
Robenacoxib is [5-Ethyl-2-(2,3,56-tetrafluoro-phenylamino)-
phenyl]-acetic acid. The structural formula is:
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Indication:
ONSIOR tablets are indicated for the control of postoperative pain and inflammation
associated with orthopedic surgery, ovariohysterectomy, and castration, in cats > 5.5 Ibs
(2.5 kg) and = 6 months of age; for up to a maximum of 3 days.

Dosage and Administration:

Always provide “Information for Cat Owners” sheet with prescription.
Carefully consider the potential benefits and risk of ONSIOR tablets and other
treatment options before deciding to use ONSIOR tablets.

Use the lowest effective dose for the shortest duration consistent with individual
response.

The dose of ONSIOR tablets is 0.45 mg/Ib (1mg/kg) orally once daily, for a maximum
of three days. See dosing chart for dosage directions.

Dosage Directions: For oral use in cats > 5.5 Ibs and > 6 months of age; for up to
a maximum of 3 days. Tablets are not scored and should not be broken.

Body weight
5510 13.21bs (2.5 to 6 kg)
13.3t0 264 Ibs (6.1 to 12 kg)

6 mg ONSIOR (robenacoxib) tablet

1 whole tablet once daily

2 whole tablets once daily

The first dose should be administered approximately 30 minutes prior to surgery, at
the same time as the pre-anesthetic agents are given. ONSIOR tablets may be given
with or without food.

If a second and third dose is dispensed to the client to administer at home, doses should
be dispensed in the dispensing envelope with the attached Information for Owner Sheet
intact. Do not remove Information for Cat Owner sheet. Record when the first dose
was administered on the dispensing envelope. Cats weighing > 13.3 Ibs may require two
blister cards, each dispensed in an individual dispensing envelope.

Contraindications:
ONSIOR tablets should not be used in cats that have a hypersensitivity to robenacoxib
or known intolerance to NSAIDs.

Warnings:
Not for use in humans. Keep this and all medications out of reach of children.
Consult a physician in case of accidental ingestion by humans. For use in cats only.

All cats should undergo a thorough history and physical examination before the initiation
of NSAID therapy. Appropriate laboratory tests should be conducted to establish
hematological and serum biochemical baseline data prior to administration of an NSAID.

Owners should be advised to observe for signs of potential drug toxicity
(see Adverse Reactions and Animal Safety) and be given an “Information for
Cat Owners” sheet about ONSIOR tablets.

Do not administer ONSIOR tablets in conjunction with any other oral or injectable
NSAID or corticosteroid.

Precautions:
Appetite should be monitored in cats receiving ONSIOR tablets.

Stop administration of ONSIOR tablets if appetite decreases.

The use of ONSIOR tablets has not been evaluated in cats younger than 6 months of age,
cats weighing less than 5.5 Ibs, cats used for breeding, or in pregnant or lactating cats.

The use of ONSIOR tablets in cats with cardiac disease has not been studied. ONSIOR
tablets has been shown to prolong the QT interval in a laboratory setting.

As a class, cyclo-oxygenase inhibitory NSAIDs may be associated with gastrointestinal,

renal, and hepatic toxicity. Sensitivity to drug-associated adverse events varies with the
individual patient. Cats that have experienced adverse reactions from one NSAID may
experience adverse reactions from another NSAID. Patients at greatest risk for adverse
events are those that are dehydrated, on concomitant diuretic therapy, or those with
existing renal, cardiovascular, and/or hepatic dysfunction. Anesthetic drugs may affect
renal perfusion; approach concomitant use of anesthetics and NSAIDs cautiously.
Appropriate monitoring procedures (including ECG) should be employed during all
surgical procedures. The use of parenteral fluids during surgery is recommended to
decrease potential renal complications when using NSAIDs perioperatively.

If additional pain medication is needed after a daily dose of ONSIOR tablets, a
non-NSAID/non-corticosteroid class of analgesic may be necessary. Concurrent
administration of potentially nephrotoxic drugs should be carefully approached and
monitored. NSAIDs may inhibit prostaglandins which maintain normal homeostatic
function. Such antiprostaglandin effects may result in clinically significant disease
in patients with underlying or pre-existing disease that has not been previously
diagnosed. NSAIDs possess the potential to produce gastrointestinal ulcerations and/
or gastrointestinal perforations. Do not use ONSIOR tablets concomitantly with other
anti-inflammatory drugs, such as NSAIDs or corticosteroids. Consider appropriate
washout times when switching from one NSAID to another or when switching
from corticosteroid use to NSAID use.

The use of concomitantly protein-bound drugs with ONSIOR tablets has not been
studied in cats. Commonly used protein-bound drugs include cardiac, anticonvulsant
and behavioral medications. The influence of concomitant drugs that may inhibit
metabolism of ONSIOR tablets has not been evaluated. Drug compatibility should
be monitored in patients requiring adjunctive therapy. Concurrent medications
used during the field study with ONSIOR tablets included antiparasiticides,
anesthetics, preanesthetic medications, and antibiotics.

The effect of cyclo-oxygenase inhibition and the potential for thromboembolic
occurrence or a hypercoagulable state has not been evaluated. It is unknown
whether cats with a history of hypersensitivity to 8 lactam drugs will exhibit
hypersensitivity to ONSIOR tablets. Robenacoxib is poorly soluble in water and in
acid solutions readily degrades to form y-lactam. In cats, lactam is a metabolite of
robenacoxib. Additionally, lactam is a degradation product that increases over the
shelflife of the tablets. Neurologic signs have been associated with the use of 3 lactam
drugs; it is unknown if the lactam in robenacoxib may cause similar neurologic signs
(see Animal Safety). Robenacoxib may prolong the QT interval; the associated risk
of developing ventricular arrhythmia is unknown. The use of robenacoxib with other
drugs shown to prolong the QT interval is not recommended. Commonly used drugs
that prolong the QT interval include antihistamines and prokinetic drugs.

Adverse Reactions:

Ina controlled field study, a total of 249 male and female cats representing 6 breeds,
6 months to 13 years old, weighing 5.5 -15 Ibs were included in the field safety
analysis. The following table shows the number of cats exhibiting each observation.

Adverse Reactions in the Postoperative Pain Field Study’

Clinical Sign ONSIOR 6 mg tablets Placebo
for cats (robenacoxib) (vehicle control)
n =167 n=282

Inappetance, weight loss 4 2
Incision site bleeding 7 1
Incision site infection 6 2
Decreased activity, lethargy 4 1
Cystitis, hematuria 3 0
Hair loss, excoriation, 2 0
bruising

Vomiting 4 1
Hematachezia, diarrhea 3 1
Respiratory, cardiac arrest 1 0
Incoordination, weakness 1 1
Death 0 1

'Cats may have experienced more than one of these signs during the study.

The most commonly reported adverse reactions were surgical site bleeding,
infected surgery sites, lethargy, vomiting and inappetance. Changes in the clinical
pathology values were not considered clinically significant.

To report suspected adverse drug events, contact Novartis Animal Health
at 1-800-332-2761 or the FDA at 1-800-FDA-VETS or http://www.fda.gov/
AnimalVeterinary/SafetyHealth/ReportaProblem/ucm055305.htm.
For technical assistance, contact Novartis Animal Health at 1-800-332-2761.


http:http://www.fda.gov

Information for Cat Owners:

ONSIOR' tablets, like other drugs of its class, is not free from adverse reactions. Owners
should be advised of the potential for adverse reactions and be informed of the clinical
signs associated with drug intolerance.

Adverse reactions may include vomiting, diarrhea, decreased appetite, dark or tarry
stools, increased water consumption, increased urination, anemia, yellowing of gums,
skin or white of the eye due to jaundice, lethargy, incoordination, seizure, or behavioral
changes. Serious adverse reactions associated with this drug class can occur
without warning and in rare situations result in death (see Warnings and Adverse
Reactions). Owners should be advised to discontinue ONSIOR tablets and
contact their veterinarian immediately if signs of intolerance are observed.
The vast majority of patients with drug related adverse reactions have recovered
when the signs are recognized, the drug is withdrawn, and veterinary care, if
appropriate, is initiated.

Clinical Pharmacology:

In an inflammation model in cats, robenacoxib had analgesic, anti-inflammatory and
anti-pyretic actions with a rapid onset of action (0.5 h)! In an in vitro whole blood assay
in cats, robenacoxib demonstrated selective COX-2 inhibition.? The clinical relevance

of this data has not been shown. Robenacoxib is an analog of diclofenac.

Absorption

After oral administration of robenacoxib tablets at 1 mg/kg without food, peak blood
concentrations are attained rapidly with a median Trmac of 0.5 h, @ mean Crax of 1159 ng/
mland a mean AUC of 1337 ng.h/ml. Co-administration of robenacoxib tablets with
one third of the daily food ration produced no change in median T (0.5 h), mean
Crmax (1201 ng/ml) or mean AUC (1383 ng.h/ml). Co-administration of robenacoxib
tablets with the entire daily food ration produced no delay in median Tma (0.5 h),
but a lower mean Crax (691 ng/ml) and a lower mean AUC (1069 ng.h/ml). The
systemic mean bioavailability of robenacoxib tablets was 49% without food. The
pharmacokinetics of robenacoxib does not differ between male and female cats.

Distribution

Robenacoxib has a relatively small volume of distribution (mean Vss =190 mi/kg)
and is highly bound to plasma proteins (>99%). Robenacoxib persists longer in the
inflammatory exudate of a tissue cage model than in blood. The median robenacoxib
elimination half-life in exudate was about 27 hours versus 2.5 hours for blood.

Biotransformation

Robenacoxib is extensively metabolized by the liver in cats. The systemic exposure of
lactam metabolite is about 25% of robenacoxib exposure following oral administration
to fed cats. Further, the systemic exposure to lactam appears to be two-fold greater
in fed cats than fasted cats. Apart from one lactam metabolite, the identity of other
metabolites is not known in cats.

Elimination

Robenacoxib is rapidly cleared from blood (mean clearance [CL] = 0.44 L/kg/h) with
an elimination mean half-life (t.2) of 1.1 hours after intravenous administration. After
oral administration of tablets, the terminal mean ti,» from blood was 1.7 hours, and
elimination occurs predominantly through the biliary route (fecal and urinary excretion
are 60 and 16.5% respectively).

Animal Safety:

21 Day Target Animal Safety Study: In a 21 day laboratory tolerance study, 8 month-
old healthy, DSH cats (4/sex/group) were administered robenacoxib at a dose of

0 mg/kg or 24 mg/kg/day (10X the maximum exposure based on the single, 6 mg
tablet size). All cats survived to study termination. Vomiting and decreased activity
was noted in some of the treated cats. Two cats in the 10X group exhibited abnormal
rear limb neurologic function. One of these cats also exhibited a head tilt and nystagmus
at the end of the study. Mean food consumption was less in the 10X group. The
mean kidney weights were lower in the 10X group compared to the control group;
and the mean thymus weights were also lower in the 10X group compared to the
controls. Two cats in the 10X group had chronic interstitial nephritis on histopathology.
One 10X cat had a focal cecal/large intestinal erosion. One 10X cat and one control
cat had periportal, multifocal necrosis in one lobe of the liver. There were four 10X
cats and 2 control cats with renal tubular degeneration. Under the conditions of this
study, robenacoxib was well tolerated when administered at 24 mg/kg/day for 21
days, except for 2 cats in the 10X group with neurologic signs.

42 Day Target Animal Safety Study: In a 42 day study, 8 month-old, healthy cats
were administered robenacoxib at 0, 2, 6 or 10 mg/kg/twice daily. Small thymuses
were noted in all robenacoxib-treated groups with corresponding organ weight
decreases and/or atrophic changes on histopathology. There was a decrease in the
kidney weights in the 10 mg/kg/twice daily-group compared to the controls. Vomiting
was the most common adverse reaction noted in the treated cats. An adequate
safety margin was demonstrated for ONSIOR tablets when administered under the
conditions of this 42 day study.

6 Month Target Animal Safety Study: In a 6 month study, 8 month-old, healthy cats
(4/sex/group) were administered robenacoxib at 0, 1X (2.4 mg/kg), 3X (7.2 mg/kg)
or 5X (12 mg/kg) once daily. One 5X cat had clonic seizures on Day 115 and was

ataxic on Day 175. One 5X cat had skin cold to the touch on Day 106. One cat in the
1X group experienced urethral obstruction/FLUTD. Vomiting, decreased activity,
injected sclera and soft stools were the most common adverse reactions observed
in the treated groups. Soft stools and injected sclera were also observed in the
control group.

The mean body weights in the 1X and 3X groups were lower than the controls from
Day 21 - Day 182; and lower in the 5X group from Day 28 — Day 182. There was a clear
dose-related and possibly timerelated increase in the QTc interval at Day 41 and Day 175,
particularly in the 3X and 5X groups, no other ECG abnormalities were noted.

There was no obvious accumulation in Crnex or AUC between Days 1,31 and 171,
and there was no apparent difference in parameters between males and females.
The following parameters were calculated for the 1X dosage: Trax Was 0.5 h (median), the
dose-normalized mean Crax Was 668 ng/mL and the dose-normalized mean area
under the curve (AUC(0-inf)) was 902 h*ng/mL. Similarly, the following parameters
were calculated for the 3X dosage: Trax Was 0.5 h (median), the dosenormalized
mean Cuac Was 1019 ng/mL and the dose-normalized mean area under the curve
(AUC(0-inf)) was 1394 h*ng/mL. For the 5X dosage the following parameters were
calculated: Tra was 1.0 h (median), the dose-normalized mean Crecwas 1198 ng/mL
and the dose-normalized mean area under the curve (AUC(0-inf)) was 1884 h*ng/mL.
A post hoc analysis of PK parameters revealed that dose normalized Crac and AUC
were greater than dose proportional.

The mean kidney weights were lower in all robenacoxib-treated groups. One 5X

cat with decreased kidney weight and size also had transient increases in BUN and
creatinine. There were transient increases in AST, amylase, and ALT in the 3X and 5X
cats from Day 30 — Day 183. There was an increased severity of the tubular degeneration/
regeneration in the kidneys of two 1X and two 5X cats with inflammation, papillary
necrosis and papillary mineralization.

An increased incidence of minimal to mild Kupffer cell pigmentation was observed
in the livers of all robenacoxib-treated cats; however, no hepatocellular damage was
noted on histopathology. One 5X cat had a focal, minimal ulcer of the gastric fundus
(peptic and parietal cells).

This 6 month safety study supports the safe use of ONSIOR tablets for the control
of postoperative pain and inflammation associated with orthopedic surgery,
ovariohysterectomy and castration in cats for a maximum of 3 days.

Effectiveness:

Effectiveness was demonstrated using ONSIOR tablets in a masked, placebo-
controlled, multi-site field study involving client-owned cats. In this study, 249 cats
presenting for ovariohysterectomy or castration in conjunction with an onychectomy
(forelimbs only) were randomly administered ONSIOR tablets, or a placebo. Drug
was administered approximately 30 minutes prior to surgery along with pre-
anesthetic medications and continued once daily for two additional treatments.
Effectiveness was evaluated in 244 cats and field safety was evaluated in 249 cats.
A statistically significant difference in the proportion of treatment successes in the
ONSIOR tablets treatment group (137/164 or 83.5%) compared to the placebo,
vehicle control group (43/80 or 53.8%) was observed. Twenty-seven out of 164
robenacoxib cases (16.5%) and 37 out of 80 placebo cases (46.2%) were treatment
failures. Statistically significant differences for pain elicited on palpation at the spay
or castration incision site, behavior following social interaction and posture score at
various post-surgical time points were also observed. The results of the field study
demonstrate that ONSIOR tablets, when administered for a maximum of three days,
are effective and well-tolerated for the control of postoperative pain associated with
onychectomy, ovariohysterectomy, and castration in cats.

How Supplied:

ONSIOR tablets are available as 6 mg round flavored tablets in blisters and are supplied
in blister cards containing 3 tablets. The blister cards are supplied in a veterinary
carton containing 10 blister cards and are to be dispensed 1 card per patient in

an ONSIOR tablets dispensing envelope containing veterinary insert and owner
information sheet, supplied with the product.

Storage Conditions:
Store at controlled room temperature, between 59° and 77°F (15-25°C).
Manufactured for: Novartis Animal Health US, Inc. Greensboro, NC 27408 USA
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